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DETAILED ACTION 

Acknowledgment is made of the receipt and entry of the Applicant's "REMARKS" 
and the Declaration under 37 C. F. R. § 1.132 filed by Dr. Chi-Tang Ho on June 30, 
2006. 

Claims 38-74 are under examination. 

Response to Arguments 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 38-74 remain rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for an in vitro method of inhibiting the growth of 
cancer cells comprising administering an effective dose amount of a composition 
comprising a mixture of theaflavin-3-gallate and theaflavin-3-gallate to cancerous cell 
lines and/or an in vivo method of inhibiting the growth of cancer cells in mice comprising 
administering to mice an effective dose amount of a composition comprising a mixture 
of theaflavin-3-gallate and theaflavin-S'-gallate, does not reasonably provide 
enablement for a method of treating colorectal cancer or a method of treating colorectal 
cancer in a human, wherein the method suppresses the growth of cancerous colon cells 
in the human or a method of treating premalignant colorectal adenoma in a human or a 
method of treating premalignant colorectal adenoma, wherein the method suppresses 



Application/Control Number: 09/992,860 Page 3 

Art Unit: 1655 

the growth of premalignant colorectal adenoma cells in a human or a method of 
preventing colorectal cancer in a human or a method of preventing colorectal cancer in 
a human, wherein the method suppresses the growth of colon cells in a human 
comprising administering to a human an effective amount of theaflavin-3-gallate and 
theaflavin-3'-gallate to a human in need thereof. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention commensurate in scope with these claims. Full 
consideration was given to each of Applicant's arguments and the Declaration under 37 
C. F. R. § 1 .132 filed by Dr. Ho. However, the rejection remains for the reasons set 
forth in the previous Office action and for the reasons set forth herein. 

The claims are drawn to a method of treating colorectal cancer in a human 
comprising administering an effective amount of theaflavin-3-gallate and theaflavin-3'- 
gallate to a human in need thereof; a method of treating colorectal cancer in a human 
comprising administering to a human in need thereof theaflavin-3-gallate and theaflavin- 
3'-gallate to a human in an amount to suppress the growth of cancerous colon cells in 
the human; a method of treating premalignant colorectal adenoma in a human 
comprising administering an effective amount of theaflavin-3-gallate and theaflavin-3'- 
gallate to a human in need thereof; a method of treating premalignant colorectal 
adenoma in a human in need thereof theaflavin-3-gallate and theaflavin-3'-gallate to a 
human in need thereof in an amount sufficient to suppress the growth of premalignant 
colorectal adenoma cells in the human; a method of preventing colorectal cancer in a 
human comprising administering an effective amount of theaflavin-3-gallate and 
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theaflavin-3'-gallate to a human in need thereof; a method of preventing colorectal 
cancer in a human comprising administering to a human in need thereof theaflavin-3- 
gallate and theaflavin-3'-gallate in an amount sufficient to suppress the growth of colon 
cells in the human. 

The factors to be considered in determining whether undue experimentation is 
required are summarized in In re Wands, 858 F.2d 731, 737, 8 USPQ2D 1400, 1404 
(Fed. Cir. 1 988) (a) the breadth of the claims; (b) the nature of the invention; (c) the 
state of the prior art; (d) the level of one of ordinary skill; (e) the level of predictability in 
the art; (f) the amount of direction provided by the inventor; (g) the existence of working 
examples; and (h) the quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. While all of these factors are considered, a 
sufficient number are discussed below so as to create a prima facie case. 

Applicant's main argument is directed to the idea that the Examiner has not come 
forward with any particular evidence as to why black tea extract would necessarily act 
differently in the human body than to human colon cancer cells. Firstly, Applicant 
argues that data demonstrating the enablement of the claimed invention is present in 
the application as it was originally filed. Applicant also directs the Examiner to the 132 
Declaration, particularly paragraphs 6.2-6.3 and Exhibit 2. 

With regard to the Declaration under 37 C. F. R. § 1.132 filed by Dr. Ho, full 
consideration was given to each statement and the teachings of the references cited 
therein. While Ho emphasizes that the results in Lu (C15, Lu et al. Cancer Res. 2000 
Nov 15, 15:60(22): 6465-71 . Differential effects of theaflavin monogallates on cell 
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growth, apoptosis and Cox-2 gene expression in cancerous versus normal cells.) in 
large part mimic the results present in the instant specification, nowhere in the 
Declaration does Ho substantiate a correlation for a relationship disclosed in the present 
application or the data presented in Lu, which both used in vitro assays to demonstrate 
that the claim-designated composition exhibited differentia inhibiting effects on human 
cancer cells, to constitute a working example to enable the skilled artisan to make 
and/or use the claimed method of treating and/or preventing the claim-designated 
colorectal cancers in a human. For instance, at 6.4 of the Declaration, Ho merely 
states, "In view of the foregoing, I conclude, and it is my opinion that others skilled in the 
art would also conclude that, based on the differential effects of TF-2 on normal and 
cancer cells and the specific effect of cox-2 gene expression, TF-2 is useful for the 
treatment and prevention of colorectal cancer." The Office notes that Ho does not 
express that one of skill in the art would conclude from the disclosure of Applicant's 
specification as originally filed that the instantly claimed invention provides enablement 
for the treatment and/or prevention of the claim-designated cancer diseases. 
Furthermore, the Office notes that on page 6470, Column 2, last line of the Lu' 
reference, Lu merely states, "These features make TF-2 a useful compound for further 
evaluation as a potential therapeutic reagent." 

Applicant argues, "Applicant points out that the Examiner's arguments on a lack 
of predictability essentially amount to an allegation of lack of utility." Applicant further 
argues that the statements of Dr. Ho in the Rule 1.132 Declaration and Exhibit 3 provide 
further evidence of utility and enablement of the instantly claimed invention. Each of 
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Applicant's arguments, as well as the statements of made by Dr. Ho in the 1 .132 
Declaration, have been thoroughly considered but they are neither persuasive nor 
commensurate in scope to the limitations of the instantly claimed invention with 
particular regard to Applicant's disclosures set forth in the present specification as 
originally filed or the issues of the rejection for all of the reasons set forth in the previous 
Office action and for all of the reasons set forth herein. For example, on page 8 of 
Applicant's " REMARKS " filed on June 30, 2006, Applicant asserts that the Examiner 
has failed to establish a prima facie case of lack of enablement in the previous Office 
action. Nevertheless, Applicant is invited to revisit page 2 of the previous Office action 
bridging page 6, wherein the present claims were rejected under 35 U.S.C. 112, first 
paragraph. Moreover, as the teachings of Huang (Exhibit 3, C13, Huang et al. Effect of 
black tea theaflavins on 12-0-tetradecanolyphorbol-13- acetate-induced inflammation. 
Ch. 24 of Herbs: Challenges in Chemistry and Biology. Wang et al. eds. American 
Chemical Society, 2006, Washington, DC, pp. 314-325.) post-date the date of the filing 
of the instant specification as originally filed, Applicant cannot rely on the teachings of 
Huang to provide enablement of the instantly claimed invention. Given the foregoing 
and given that the Examiner properly interpreted the claims and their accompanying 
disclosure under the in re Wands factor analysis to determine whether undue 
experimentation is required to enable any person skilled in the art to make and/or use 
the invention commensurate in scope to the limitations in the claims, Applicant's 
arguments are found unpersuasive; and, therefore, the Office deems that the Examiner 
has met the initial burden because clear reasons for lack of enablement were given and 
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clear reasons were given for a conclusion of lack of a correlation of the data obtained by 
an in vitro cancer cell assay as disclosed in the examples presented in Applicant's 
disclosure would necessarily substantiate or to translate into in vivo method of treating 
and/or preventing the claim-designated colorectal cancers in a human. 

Nonetheless, Applicant may continue to argue otherwise. For instant, Applicant 
makes reference to the case law of in re Brana. However, at present, the facts of in re 
Brana do not apply to the instant issues because the Court's finding was based not on 
as issue of enablement of a claimed invention but the usefulness of an invention in the 
meaning of patent law. Herein, as well as in the previous Office action, the Examiner 
has not imposed a 35 U. S. C. 101 rejection of the instantly claimed invention. Instead, 
the claims were rejected under 35 U.S.C. 112, first paragraph, which addresses matters 
other than related to the question of whether or not an invention lacks utility. Thus, 
Applicant's arguments are not commensurate in scope to the instant issue and the facts 
of the case law of in re Brana are misapplied. 

While Applicant argues that the Examiner has not come forward with any 
particular evidence as to why black tea extract would necessarily act differently in the 
human body than to human colon cancer cells, it is clear from Applicant's limited 
disclosure of the present specification that Applicant was not in full possession of the 
instantly claimed invention, as broadly claimed, at the time of filing of the instant 
specification. The Office reiterates that Claims 38-74 remain rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for an in 
vitro method of inhibiting the growth of cancer cells comprising administering an 
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effective dose amount of a composition comprising a mixture of theaflavin-3-gallate and 
theaflavin-3'-gallate to cancerous cell lines and/or an in vivo method of inhibiting the 
growth of cancer cells in mice comprising administering to mice an effective dose 
amount of a composition comprising a mixture of theaflavin-3-gallate and theaflavin-3'- 
gallate, does not reasonably provide enablement for a method of treating colorectal 
cancer or a method of treating colorectal cancer in a human, wherein the method 
suppresses the growth of cancerous colon cells in the human or a method of treating 
premalignant colorectal adenoma in a human or a method of treating premalignant 
colorectal adenoma, wherein the method suppresses the growth of premalignant 
colorectal adenoma cells in a human or a method of preventing colorectal cancer in a 
human or a method of preventing colorectal cancer in a human, wherein the method 
suppresses the growth of colon cells in a human comprising administering to a human 
an effective amount of theaflavin-3-gallate and theaflavin-3'-gallate to a human in need 
thereof, much less a method of prevention of the claim-designated cancers. Moreover, 
the instant application does not provide a working example providing data, which shows 
that the composition of the instant claims would indeed prevent an event such as the 
claimed designated disease disorders. While Applicant may argue that the teachings of 
Exhibit 3 (C13, Huang et al.) and the statements made in the Rule 132 Declaration of 
Dr. Ho provide evidence of enablement of the instantly claimed invention, and that the in 
vivo data presented in the Rule 1 .132 Declaration shows that the data obtained from 
cancer cell lines was indicative of what would happen in an animal, the Office 
respectfully disagrees. Such reliance on a reference post-dating the filing of the 
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instantly claimed invention is impermissible and fails to remedy the lack of enabling 
features in the present specification as originally filed to provide direction and guidance 
on how to practice the invention and working examples absent therein to demonstrate 
the effect of theaflavin 3-gallate and theaflavin-3' gallate on colon carcinogenesis in 
vivo. 

The Examiner agrees with Applicant that one of skill in the art at the time the 
application was filed would have recognized cancer cell lines as in vitro models of 
human cancer. Nonetheless, the Office maintains that the state of the art at the time of 
filing of the present application suggested that the delivery of therapeutic drugs which 
exhibit in vitro anti-tumor activity do not necessarily have the same beneficial functional 
effect in humans. For example, Jain (Science, 1996. Vol. 271: 1079-1080) discloses 
that while promising chemotherapeutic agents exhibit activity against cancer cells in 
vitro and in vivo tumor systems, these same agents heralded as breakthrough drugs do 
not have the same functional effect in humans when delivered to humans bearing 
tumors. Because of the known unpredictability of the art, in the absence of appropriate 
experimental evidence, no one skilled in the art would accept the assertion that the 
claimed administration of the claim-designated ingredients could function as 
contemplated in the specification, as broadly claimed by Applicant. In another example, 
Dermer (Bio/Technology, 1994. Vol. 12: 320) states, "The cell lines in which cancer is 
usually studied are unsuitable for the job. They do not mimic conditions in the human 
body." 
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There is no guidance in the specification, other than the aforementioned 
examples directed to the delivery of an effective amount of black tea extract which 
comprises a mixture of theaflavin-3-gallate and theaflavin-3-gallate to in vitro cancer 
cell cultures for the reduction of cell number and decrease in the level of Cox-2 protein. 
Hence, given the insufficient guidance in the specification as to how to carry out the 
instantly claimed invention for the proposed method of therapeutic and/or prophylactic 
treatment of the claim-designated colorectal disease conditions in a human in need 
thereof comprising the administration of an effective amount of theaflavin-3-gallate and 
theaflavin-3'-gallate to a human in need thereof, the lack of working examples, and the 
lack of correlative working examples, the claims would require an undue amount of 
experimentation without a predictable degree of success on the part of the skilled 
artisan to practice the instantly claimed invention, as broadly claimed by Applicant. 

Moreover, there is insufficient disclosure to reasonably predict that the instantly 
claimed methods of treating and/or preventing the claim-designated colorectal cancers 
in a human comprising the administration of the claim-designated composition would 
indeed suppress the growth or prevent the growth or inhibit the growth of various 
colorectal cancers and adenomas in a human. This is merely an unsubstantiated 
assertion with no evidence to support the contention that the in vitro studies of the 
specification are indicative of in vivo activity. Applicant has only shown cell culture data, 
not treating cancer bearing patients or patients at risk of developing the claim- 
designated cancers or shown an art recognized correlation between the data shown 
and the scope of the claimed invention. The artisan would recognize and appreciate 
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that there is no known correlation between in vitro results and in vivo results, because 
the artisan recognizes that an in vitro assay cannot duplicate the complex conditions of 
in vivo therapy or in vivo prophylaxis. In the in vitro assay, the agent is contact with 
cells during the entire exposure period. This is not the case in vivo where exposure to 
the target site may be delayed or inadequate. In addition, variables such as biological 
stability, half-life, or clearance from the blood are important parameters in achieving 
successful therapy. During administration, the composition may be inactivated in vivo 
before producing a sufficient effect, for example, by proteolytic degradation or 
immunological inactivation. In addition, during administration, the composition may not 
reach the target cells where its activity is to be exerted, may be absorbed by fluids, 
cells, and tissues where the composition has no effect and/or a large enough local 
concentration may not be established. There are no specific teachings in the disclosure 
that would allow one of skill in the art to have a reasonable expectation of success in 
transferring the in vitro method to treat and/or prevent the claim-designated colorectal 
cancer disease conditions and/or cancer cells in a human. While Applicant may argue 
that the Min mouse used in the studies of Huang (Exhibit 3, C13, Huang et al.) 
correlates to an appropriate in vivo model for testing inhibitory for testing compounds 
inhibitory to cox-2 gene expression in human colorectal cancer tissues, the Office notes 
that Huang teaches the oral administration of black tea extract enriched with a mixture 
of theaflavins, which included the claim-designated theaflavins as well as theaflavins 
other than the claim-designated theaflavins, to provide a method of inhibiting the 
formation of colorectal tumors, small intestinal tumors and large intestinal tumors. Even 
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in view of the data obtained in the aforementioned reference, even Huang insists, "More 
studies are needed to determine the bioavailability and anti-carcinogenic effects of black 
tea and theaflavin rich black tea." See page 325, Column 1 , last line. One is only left 
with speculation and an invitation to experiment. Given the foregoing, it appears that 
Applicant's instantly claimed invention is no more than a germ of an idea. 

According, it would take undue experimentation without a reasonable expectation 
of success to determine which amounts of the claim-designated composition would 
have the claimed functional effect for treating and or preventing colorectal cancer or 
premalignant colorectal adenoma in a human in need thereof comprising administering 
to the human a composition comprising a mixture of theaflavin-3-gallate and theaflavin- 
3-gallate in an amount sufficient to suppress the growth of cancerous colon cells in a 
human or suppress the growth of premalignant colorectal adenoma cells in a human, 
and wherein the composition further comprises an orange peel, as broadly claimed, 
other than the demonstrated in vitro and/or in vivo method of treating cancer in mice. 

Any inquiry concerning this communication or earlier communications from the --- 
--examiner should be directed to Michele Flood whose telephone number is 571-272- 
0964. The examiner can normally be reached on 7:00 am - 3:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Terry McKelvey can be reached on 571-272-0775. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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